INTRODUCTION TO THE SERIES
Lung transplantation (LTX) has witnessed dramatic growth worldwide in the past 15 years, making it an increasingly viable option for patients with refractory end-stage lung disease. Changes in allocation policies along with expansion of both donor and recipient selection criteria have contributed to the surge in volumes. Novel methods of ex-vivo lung perfusion have the potential to further expand the donor pool and widen availability of lung transplantation. Continued refinements in surgical techniques and peri-operative management have led to progressive improvements in early outcomes. Advancements in immunosuppressive and antimicrobial regimens have been accompanied by a reduction in acute rejection and infectious complications. While chronic lung allograft dysfunction remains the major limitation to long-term survival, ongoing efforts to better characterize this process and understand the pathogenesis will hopefully lead to breakthroughs in its prevention and treatment. This series of articles will provide an overview of the key aspects of lung transplantation with an emphasis on recent developments in the field. In the early years, donors were transported to the recipient hospital where the surgeries were done in adjacent operating rooms. The introduction of distant organ procurement at Harefield 7 allowed the rapid expansion of lung transplantation from 89 worldwide in 1989 to over 1400 in 1995 8 . Volumes continued to rise slowly until 2005 . In that year, a major change in the donor allocation scheme in the U.S. was instituted. Prioritization of candidates based on severity of disease was also undertaken in Europe in the past decade [9] [10] [11] . These modifications, along with liberalization of both recipient and donor selection criteria led to a rapid acceleration in lung transplant volumes to nearly 4000 in 2011 (Figure 2 ) 8 . Further advancements in recipient support and donor management, as discussed below and in subsequent articles in this series, are expected to lead to a continued rise in the number of lung transplants, which will likely surpass heart transplants in the near future.
The availability of LTX has now expanded to several developing nations. Brazil 12 and Argentina 13 have had active centers for well over a decade. China recently reported their initial outcomes 14 and India has embarked on a program 15 . In the Middle East, lung transplantation is available in Turkey 16 and Iran 17 . Based on data reported to the International Society for Heart and Lung Transplantation (ISHLT) registry, 154 centers in 28 countries reported at least one lung transplant between 2011 and 2013 (ISHLT communication).
PART 1: RECIPIENT SELECTION AND CHOICE OF PROCEDURE

Recipient selection
Lung transplantation involves a complex surgical procedure and medical management process that can be quite challenging both physically and emotionally on the recipient Table 1 . Guidelines for Lung Transplantation for Common Disease Indications (adapted from 18 ).
Idiopathic Pulmonary Fibrosis COPD
Timing of Referral:
· At the time of clinical diagnosis Timing of Listing · FVC < 65% predicted · DLCO < 40% predicted · 6 MWD < 250 meters · ≥ 10% decline in FVC over 6 months · ≥ 15% decline in DLCO over 6 months · > 50 m decline in 6 MWD over 6 m · Desaturation to < 88% during 6 MW · Extensive and/or worsening fibrosis on HRCT · Presence of significant pulmonary hypertension · Moderate to severe and/or worsening dyspnea · History of respiratory hospitalization 18 . Median survival after LTX in the most recent era is 6.1 years (Figure 3 ) 8 . General guidelines for the most common disease indications are summarized in Table 1 and detailed below. Typical contraindications are listed in Table 2 18 and discussed subsequently. A meticulous systematic evaluation is mandatory to assess the severity of the disease and detect potential risks for a poor outcome. The evaluation protocol used at our center is outlined in Box 1.
Interstitial lung disease (ILD)
Pulmonary fibrotic disorders are becoming the most common indication for LTX worldwide. The number of transplants performed for the predominant disease in this category, idiopathic pulmonary fibrosis (IPF), more than doubled in the ISHLT registry from 469 in 2004 to 1012 recipients in 2011, approaching the 1167 cases done for COPD/emphysema 8 . In the U.S., pulmonary fibrosis surpassed COPD as the leading diagnosis category in 2007 and accounted for more than half of all transplants done in 2013 (Figure 4 ) 19 . As described later, this pattern is largely the result of the introduction of lung allocation schemes which give high priority to this diagnosis given its high waitlist mortality. In addition, there is data suggesting that the incidence of IPF is increasing. A U.K. study reported a doubling of the incidence from 1990 to 2003 20 . Recent years have witnessed considerable progress towards understanding the pathogenesis of IPF 21 , including identification of several genetic factors 22, 23 . In May of 2014, clinical trial results of pirfenidone 24 and nintedanib 25 were reported. Both agents significantly reduced the decline in forced vital capacity and represent the first effective medical therapies for IPF, after numerous other failed agents. Nevertheless, these drugs appear to only slow the progression of disease, which can often be rapid. Therefore, potential candidates should be referred to a transplant center once the diagnosis is established and listed once any sign of deterioration is detected 26 . Early referral allows time for identification and intervention for potential medical and psychosocial barriers to transplant and for patient and caregiver education. Choice of transplant procedure for ILD Either single (SLTx) or bilateral lung transplants (BLTx) are suitable for IPF and other ILD's. In the past, the majority (80% in 1998) were single, but in recent years, about half have been bilateral procedures 8 . From a physiologic perspective, SLT is ideally suited for restrictive lung disease where the native lung is stiff, allowing ample expansion of the allograft with normal compliance ( Figure 5 ). The vital capacity typically exceeds 70% of predicted 9-12 months post-transplant in uncomplicated cases and the majority of both ventilation and perfusion are directed to the allograft soon after surgery ( Figure 6 ). While lung volumes and diffusing capacity for carbon monoxide (DLCO) are greater after BLTx, exercise capacity, which is primarily limited by peripheral muscle factors, is no different 27 . Quality of life is also similar 28, 29 and in fact bodily pain may be greater after bilateral transplant 30 . The shift towards BLTx has largely been driven by the finding of better long-term survival. Data from the ISHLT registry from 1990 to 2011 shows comparable one year outcomes, after which the survival curves diverge in favor of BLTx with 5 yr survival of 52.8% vs. 43.3% for SLTx 31 . Importantly, this data is not controlled for other factors which could impact survival. BLTx is more likely to be offered to younger, healthier subjects with less comorbidity. Indeed, an analysis of over 3000 transplants for IPF done in the U.S. between 1987 and 2009 found that SLTx recipients were significantly older (mean 57 vs. 54 years) with 39 % being >60 years compared with only 30% of those who received BLTx 32 . Median survival was 5.2 years after BLTx compared with 3.8 for SLTx. However, no significant difference was detected when only transplants done after 2001 were analyzed. Moreover, after adjusting for covariates, primarily recipient age and transplant year, survival was similar ( Figure 7 ). There appeared to be an increased risk of early mortality in the first post-operative year with BLTx, and lower risk thereafter (hazard ratio of 1.18 and 0.72, respectively). BLTx recipients were more likely to die of primary graft failure, whereas death due to cancer (presumably in the native lung) was more common among the SLTx group where it accounted for over 12% of deaths. The proportions of deaths due to other causes, including chronic rejection, were comparable 32 . In another study using the same dataset, long-term survival adjusted for covariates, conditional upon one-year survival, was improved with BLTx (HR 0.73) 33 . Recipient age over 57 years was found to significantly increase one year mortality, but again, there was no difference in overall survival in any age group. Thus, there is no clear advantage to the routine use of BLTx for IPF. A notable exception is the presence of bronchiectasis or cavitary disease with chronic bacterial or fungal colonization that could contaminate the allograft in the case of a single LTX. In addition, the presence of very small thoracic cavities on both sides requiring use of relatively small donor lungs may favor the use of BLTx to provide greater ventilatory capacity.
Pulmonary hypertension is often cited as a rationale to perform BLTx, as pulmonary vascular disease in the native lung will force nearly all the cardiac output through the allograft. Elevated mean pulmonary artery pressure (mPAP) was associated with higher short-term mortality with either type of procedure in an analysis of ISHLT registry data between 1995 and 2002 34 . In the UNOS study of Thabut et al, BLTx was not protective, regardless of mPAP 32 . On the other hand, an analysis of IPF transplants done in the U.S. during the 31 months following institution of the Lung Allocation System (LAS) in 2005 suggested a significant 1 yr survival benefit (adjusted HR: 0.48) for BLTx among the highest LAS quartile (≥ 52) 35 . Interestingly, SLTx was associated with better 1 yr survival in the lowest LAS quartile. As described in a subsequent article, the LAS includes multiple measures of disease severity including PAP 36 . A recent multi-center study found that SLTx was an independent risk factor for severe primary graft dysfunction (PGD), the leading cause of early mortality following LTX 37 .
Ultimately, the decision to perform a single vs. bilateral procedure for ILD will depend on the preference of the surgeon and transplant center. The small disadvantage in early mortality with BLTx maybe attenuated with optimization of perioperative management, allowing the recipient to profit from the long-term survival benefit. From a societal standpoint, SLTx allows more patients to be transplanted and potentially greater number of total years of life saved. For the individual, waitlist time was longer and mortality greater for IPF candidates who were listed for only BLTx compared to those listed for SLTx or either in the U.S. UNOS database 38 . Similarly, an analysis in the U.K. concluded that accepting a single lung offer reduced mortality compared with waiting for a pair of organs 39 . In both studies, the findings for IPF did not apply to COPD, where no differences in survival between the two strategies were detected.
Chronic obstructive pulmonary disease (COPD)
COPD is projected to become the third leading cause of death worldwide by the year 2020. While the proportion of transplants done for ILD continues to grow, COPD remains the leading indication internationally 31 . The decision regarding timing of transplant is often fraught with uncertainties. Patients with seemingly very advanced disease can remain stable for quite some time. In the U.S., COPD subjects on the transplant waitlist have a mortality rate of around 6 per 100 patient years, considerably lower than other diagnostic groups 40 . Consequently, it has been difficult to demonstrate a clear survival advantage with LTX. An analysis of UNOS data estimated that 45% of COPD recipients gained 1 year or more of life with transplant while 26% lost 1 year of life and the remainder would gain or lose less than 1 year 41 . Independent variables associated with mortality on the waitlist included age, functional status, oxygen requirement, six-minute walk distance, continuous mechanical ventilation, FEV 1 , systolic pulmonary artery pressure and body mass index. Alpha-1 antitrypsin deficiency candidates had better waitlist survival. Parameters linked with post-transplant mortality were age, continuous mechanical ventilation, functional status, presence of diabetes and type of procedure (bilateral better than single). Guidelines for referral and listing are outlined in table 1. Quality of life (QOL) considerations are also important for many COPD candidates aside from potential survival benefits.
For appropriate candidates, surgical lung volume reduction surgery (LVRS) should also be considered as an alternative to lung transplantation. This would comprise those with heterogenous, upper-lobe predominant emphysema, reduced exercise capacity despite pulmonary rehabilitation and an FEV 1 or DLCO > 20% or predicted 42 . Prognostic factors in emphysema patients in the medical arm of the National Emphysema Treatment Trial (NETT) of LVRS included age, a modified BODE index, higher residual volume and greater lower lobe vs. upper lobe emphysema 43 . The performance of surgical LVRS does not preclude subsequent lung transplantation if response is inadequate or temporary 44 . However, it does appear that post-transplant morbidity and possibly mortality are higher, particularly for those who derive no significant improvement in lung function following LVRS 45 . The Pittsburgh group reported a prolonged ICU length of stay with increased incidence of bleeding requiring re-exploration, phrenic nerve injury and acute renal failure. Functional outcomes were also inferior and a trend for reduced early survival was noted 45 . Risk factors for mortality in this group were age >65, severe pulmonary hypertension (PASP > 60 mmHg), prolonged cardiopulmonary bypass (CPB) and high transfusion requirements. A variety of experimental bronchoscopic lung volume reduction techniques are currently being evaluated and consideration should be given to enrollment in one of these studies for patients with less advanced disease 46 .
Choice of transplant procedure for COPD As with ILD, SLTx had been the preferred procedure for COPD in the past. In the last decade, however, an even more dramatic rise in the proportion of bilateral vs. single transplants has occurred in this group (Figure 8 ) 31 . In contrast to restrictive lung diseases, the native, more compliant emphysematous lung typically shifts across the mediastinum limiting expansion of the allograft. Vital capacity is on average much lower after SLTx for obstructive vs. restrictive lung disease, but again, exercise capacity and functional status are comparable and not ventilatory limited 27 . Occasionally, severe native lung hyperinflation with significant impairment in allograft function occurs, requiring lung volume reduction 47 . In the immediate post-operative period, allograft dysfunction can lead to life-threatening native lung hyperinflation requiring independent lung ventilation. Long term complications of SLTx include bronchogenic carcinoma of the native lung and a higher incidence of bronchiolitis obliterans syndrome (BOS), likely as a result of lower functional reserve 48 . A clear benefit in long-term survival of BLTx vs. SLTx for COPD has been observed (58% vs. 49% at 5 years) 31 . In contrast to ILD, this survival advantage persists after adjusting for baseline variables with a hazard ratio of 0.83 to 0.89 49 . However, no clear benefit was observed for recipients ≥ 60 years of age. Based on modeling, some authors have argued that in most circumstances, a policy of SLTx for COPD improves access to transplant for a larger number of candidates without significantly affecting post-transplant survival 50 . Nevertheless, a strong argument can be made in favor of a bilateral procedure in most individuals and roughly 90% of cases in the U.S. now undergo BLTx 40 .
Cystic fibrosis (CF) and bronchiectasis
Advances in therapy and a comprehensive approach to the care of CF has resulted in a marked increase in life expectancy, which now approaches a median of 40 years 51 . Nevertheless, progressive pulmonary disease ultimately results in respiratory failure in most patients and CF consistently accounts for about 16% of all transplants 8 . Outcomes after lung transplantation for CF are superior to all other diagnostic groups given the younger age and absence of major co-morbidities. One and 5-year survival in the most recent era are 86% and 63%, respectively 8 . Guidelines for referral and transplant are listed in Table 1 . Prognosis can be difficult to ascertain. While an FEV 1 < 30% of predicted had excellent negative predictive value (97%) for predicting 2-yr mortality in the large CF Foundation database, the positive predictive value was only 28% 52 . Independent risk factors for waitlist mortality among 343 patients at 4 transplant centers were FEV 1 < 30%, PaCO 2 > 50 mmHg and use of a nutritional intervention, but not BMI 53 . In this study, 13% of patients who died on the waitlist had an FEV 1 > 30%. Thus, this should not be used as the sole criterion to consider a CF patient for transplant. Referral from an accredited CF care center was associated with improved survival. Pulmonary hypertension (mPAP > 25 mmHg) by right heart catheterization was a strong predictor of waitlist mortality in the UNOS database and severe elevation in PAP (> 35 mmHg) was associated with as high as a 4-fold risk 54 . The impact of PH on waitlist mortality in CF was found to be nearly 2-fold greater than that observed with other diagnostic groups. Younger age and higher BMI were linked with better survival 54 . CF-related diabetes and Burkolderia cepacia infection are also associated with reduced survival 55 .
Ideally, recipients should be ill enough to warrant the risk of transplant, but well enough to survive until an organ is offered and the transplant procedure is viable. An analysis of survival benefit using the UNOS registry since implementation of the LAS demonstrated a 69% reduction in the risk of death 56 . One year mortality on the waitlist was 13%. While the benefit was greater with increasing LAS, even patients with scores of 31-35 appeared to demonstrate improved survival with transplant. Such patients would have preserved gas exchange and no pulmonary hypertension.
No formal guidelines exist for timing of transplantation in non-CF bronchiectasis. Prognostic factors include FEV 1 < 30% predicted, BMI < 18.5, prior hospitalization and three or more exacerbations in the preceding year. A multi-dimensional bronchiectasis severity score has been developed that accurately predicts 4 year survival 57 . Suppurative lung disease requires a bilateral transplant procedure to avoid contamination of the allograft from the native lung.
Microbial considerations in CF
Chronic infection with Burkholderia cepacia complex has long been recognized to have a strong negative impact on survival in CF, imparting the equivalent of a 48% reduction in FEV 1 58 . Unfortunately, such infections are extremely resistant to antibiotics and dramatically increase post-transplant mortality risk. With refinements in microbiologic classification, it has become apparent that infections with B. cenocepacia (genomvar III) accounts for most of the post-transplant deaths. A large study using the CF Foundation database further identified certain strains of B. cenocepacia that conferred the increased risk, along with B. gladioli, a non-cepacia complex species 59 . Most centers would consider infection with these organisms to be contraindications to transplant. No difference in outcome was observed with B. multivorans infection 59 . Pan-resistant Pseudomonas aeruginosa may be associated with a slightly increased risk, but not sufficient to preclude successful transplantation 60, 61 . The impact of methicillin-resistant Staph aureus (MRSA) infection on post-transplant outcomes has not been reported. Non-tuberculous mycobacterial (NTM) infections are common in CF and should be routinely screened for in transplant candidates. M. abscessus can be quite resistant to therapy and represents a relative contraindication to transplant 62 . Colonization with Aspergillus species is common and increases the risk of post-transplant invasive disease, but not mortality 63 .
Idiopathic pulmonary arterial hypertension (IPAH)
The last two decades have witnessed dramatic progress in the medical therapy of IPAH with 11 FDA approved agents from four pharmacologic classes currently available 64 . Despite aggressive treatment, however, morbidity and mortality remain high with 3-yr survival of roughly 60% in modern series 65, 66 . Death is often due to progressive right heart failure. Symptoms, signs and hemodynamic evidence of right ventricular decompensation despite therapy portend a poor prognosis. Guidelines for transplantation are listed in Table 1 .
While the proportion of lung transplants performed for IPAH has fallen considerably since 1990 from 12% to less than 3%, the actual number of cases has slowly grown, but remains quite small at around 100 per year worldwide 31 . IPAH is a relatively rare disease, but the small number of transplants performed while mortality remains high suggests that the procedure is underutilized for this diagnosis. Medical therapy clearly has had an impact on the disease with a reduction in mortality 67 . However, their efficacy is often limited and despite a transient stabilization or improvement in symptoms, reassuring the clinician, RV dysfunction can progress. Referral to lung transplant is thus often delayed.
A reluctance to refer PAH patients for transplant also likely reflects the historically poor outcomes. One year survival is the lowest among all diagnostic groups at 71% in the ISHLT registry since 1990 31 , largely due to high early post-operative complications including bleeding and primary graft dysfunction 68 . However, early outcomes continue to improve over time for all diagnostic groups and long-term survival conditional upon one-year survival for IPAH is among the highest (5-yr survival of 72% compared with 63% for IPF and COPD) 31 .
A bilateral or heart-lung transplant is required for PAH. Single lung transplantation is associated with an unacceptably high rate of early mortality due to the inability of the native lung to accommodate any significant portion of the cardiac output with consequently a high incidence of primary graft dysfunction and gas exchange derangements from ventilation-perfusion imbalance due to ongoing and equal ventilation of the native lung 27 . BLTx constitutes the majority of procedures performed for this indication both in the U.S. 69 and worldwide 70 . Even with advanced right heart failure, cardiac function rapidly recovers once the pulmonary artery pressure is normalized 71 obviating the need for a combined heart-lung procedure. Nevertheless, some centers prefer HLTx over BLTx in the setting of severe right ventricular dysfunction 72 . In contrast, PAH associated with congenital heart disease is the leading indication for HLTx. Simple cardiac defects, such as atrial and ventricular septal defects can be managed with repair at the time of BLTx 73 .
IPAH, as well as elevated pulmonary artery pressure, are well established risk factors for severe PGD 74 , which was reported in over one quarter of IPAH recipients in the UNOS/ISHLT registry 75 . The basis for this high incidence is not clear. One potential mechanism is sudden unloading of the right ventricle with consequent shear stress injury to the pulmonary vascular endothelium. Universal requirement for cardiopulmonary bypass and frequent blood product transfusions likely also play a role in the development of acute lung injury. Elevations in left atrial pressure from transient left ventricular dysfunction have been reported 76 , presumably a consequence of chronic under-filling of the left heart. A combined heart-lung transplant would eliminate the consequences of right heart pressure overload and left heart underfilling. However, the transplanted heart undergoes cold storage and there is often transient dysfunction due to ischemia-reperfusion injury. Bleeding can also be more problematic with the heart-lung procedure. There is no difference in survival between the two operations. However, patients are not randomized and heart-lung transplantation is often selected for those cases with the most advanced right heart failure ( Figure 10) 72, 76 .
Other lung diseases
Pulmonary sarcoidosis accounts for 2-3% of all lung transplants 31 . Indications for transplant include advanced functional impairment, chronic respiratory failure and pulmonary hypertension 77 . Marked upper lobe fibrosis and pleural thickening can increase the risk for post-operative bleeding. Just over 1% of transplants are performed for lymphanigioleimyomatosis (LAM). A bilateral procedure avoids the potential complications of chylo-, or pneumothorax arising in the native lung. Large renal angiomyolipomas are at risk for bleeding and should be interrogated for before transplant 78 .
Pulmonary involvement in scleroderma or systemic sclerosis (SSc) is the most common cause of death in this disorder. The approach to scleroderma lung disease (ILD and/or PAH) varies considerably among transplant centers. Many programs routinely consider scleroderma a contraindication because of concern for esophageal dysmotility and risk of aspiration. Only 1.4% of transplants are for connective tissue diseases 31 . However, several studies have failed to show a difference in outcomes compared with IPF or IPAH 79 . In one series, there was no impact of esophageal dysfunction on outcomes, which were similar to non-scleroderma related ILD 80 . Nevertheless, it is not clear if any severity of esophageal disease is acceptable. Other co-morbidities also need to be carefully considered 81 .
Retransplantation, which accounts for 4% of all transplants 31 , is a viable option for recipients with advanced chronic allograft dysfunction without significant co-morbidity. Outcomes for such patients have improved in the modern era. However, repeat transplants done early post-operatively for primary graft dysfunction are associated with a high mortality rate 82 .
Special considerations in recipient selection
Age There has been a dramatic shift towards transplantation of older individuals in recent years. Median recipient age in the ISHLT registry has increased from 47 yrs. two decades ago, to 55 yrs. between 2005-2012 8 ( Figure 11 ). This pattern has accelerated in recent years, particularly in the U.S. where 26% of LTX recipients were aged 65 or over in 2012, compared with just 7% in 2004 40 . Aging of the population and relaxation of recipient selection criteria account, in part, for this trend. However, the most important factor has been current allocation schemes (to be discussed in a separate article) that give considerable priority to pulmonary fibrosis patients, who are typically older. While short term outcomes are acceptable, recipient age is an independent risk factor for 1 yr. mortality, increasing exponentially after age 55 with a hazard ratio of 1.44 at 65 yrs 8 . Early survival has improved in recent years since introduction of the LAS with comparable 1 yr. survival of recipients aged ≥70 vs. those 60-69 83, 84 . Of greater concern are the clearly inferior longer term results. Median survival was only 3.6 yrs. for those > 65 yrs. in the most recent ISHLT registry report. Reduced long-term survival in the elderly remains apparent even when conditional upon 90 d or 1 yr. survival 8 . A recent analysis of UNOS data of transplants after 2005 also demonstrates considerably lower survival at 3 and 5 years for recipients aged ≥ 70 vs. those aged 60-69 85 . Given the limited donor pool, offering this scarce resource to older subjects generates important ethical questions 86 . Age needs to be considered on a case-by-case basis and in conjunction with other factors when assessing a recipient's candidacy. Co-morbidities often associated with ageing, such as diabetes, coronary artery disease and hypertension will further increase risk. The concept of frailty, which has been linked with morbidity and mortality in the elderly and correlated with general surgical outcomes 87 , may be a useful assessment in LTX, but remains to be investigated 88 . All candidates, regardless of age, should undergo physical rehabilitation to optimize their strength and conditioning prior to listing. Even the most debilitated patients can undergo an exercise therapy program and derive considerable benefit, both in terms of functional capacity and quality of life 89 .
Body habitus and nutritional status
Obesity may interfere with lung expansion and limit rehabilitation. Two analyses of the UNOS database demonstrated a modestly increased mortality risk of 16-22% associated with BMI > 30 kg/m 290,91 . The effect was observed for both restrictive and obstructive lung disease. Short-term outcomes appeared to be primarily impacted, as 5-year survival conditional upon 1-year survival was not affected 91 . Overweight (BMI: 25 -30) recipients had a smaller, but still significantly increased risk of mortality compared with normal weight subjects. Consistent with the potential mechanical consequences of obesity is the finding of an increased likelihood of death from respiratory failure, as well as infection and cardiac disease 91 .
An increased incidence of primary graft dysfunction was detected with obesity and higher plasma leptin levels, suggesting a link between adipose tissue and inflammation 92 .
In a subsequent study of the post-LAS only era (after May, 2005), the 1-yr mortality of recipients with a BMI of 30-35 was similar to normal weight individuals, whereas greater degrees of obesity were associated with nearly twice the risk of death 93 . These investigators also found higher mortality with elevated plasma leptin levels among recipients who did not undergo cardiopulmonary bypass. Plasma leptin levels were only weakly related to BMI, but more strongly correlated with percent body fat. The lack of an association with mild obesity and 1-yr mortality was attributed in part to a poor correlation between adiposity, as measured by DXA scanning and BMI. Obesity defined by DXA (>30% body fat in women and > 25% in men) was present in 70% of patients with a BMI < 30. Thus any adverse impact of excess body fat per se would be diluted across the BMI categories. The mechanical consequences of mild obesity may have been attenuated compared with previous studies by better surgical techniques and peri-operative management.
At the other end of the body weight spectrum, reduced BMI (< 18.5) was associated with a 35% increased risk of 1-yr mortality after adjusting for other variables 93 . In the older UNOS analysis, underweight COPD patients had a 64% higher risk of death at 1 year compared with normal weight, but no impact was observed for 5-yr mortality conditional upon 1-yr survival 91 . In contrast, underweight CF recipients had a similar 1-yr survival, but an odds ratio for death at 5 years of 1.58 compared with the normal BMI CF group. On the other hand, a recent single center study of 453 patients found no impact of low BMI, which was present in 11% of the cohort 94 . This report did identify low serum albumin (< 3 gm/dl) as a risk factor for death after transplant. Similarly, an analysis of the UNOS registry demonstrated a 1-yr mortality rate ratio of 1.48 for each 0.5 gm/dl decrease in serum albumin concentration 95 . This effect was strongest for CF recipients, in whom the ratio was 2.28. Reduced serum albumin likely reflects malnutrition as well as systemic inflammation and resultant sarcopenia. Whether intervention with oral supplements or enteral tube feeding prior to transplant can improve nutritional status and reduce transplant risk is not clear. There are no randomized controlled trial data, but observational studies in CF adults suggest that enteral tube feeding leads to weight gain and possible stabilization of lung function in malnourished patients 96 . In cachectic COPD subjects, recent controlled trials, mainly utilizing oral supplementation, have demonstrated significant weight gain, often associated with improvements in respiratory muscle strength and exercise capacity 97 .
Coronary artery disease (CAD)
Concomitant CAD is very common among LTX candidates with a prevalence of 60% in one series 98 . The presence of asymptomatic mild-moderate CAD, defined as single or multi-vessel disease with less than 70% stenoses (< 50% if left main coronary artery stenosis) does not appear to have a significant impact on either short-or long-term outcomes 99 . A review of the Duke University experience in 177 patients found no difference in peri-operative cardiac events, duration of ventilation or ICU stay or mortality compared to recipients with no CAD. Revascularization was required in only 6%, all late post-transplant. Severe CAD amenable to revascularization can be managed by either pre-operative percutaneous coronary intervention (PCI) or bypass grafting at the time of transplant. If feasible, bare metal stents are preferred for PCI to minimize the duration of dual anti-platelet therapy required. Clopidogrel must be discontinued prior to listing. Overall, outcomes among recipients requiring revascularization in a series from Duke were similar to controls. However, concomitant bypass surgery was associated with a longer hospital stay and duration of mechanical ventilation 100 .
Previous thoracic surgery
Pleural adhesions from prior cardiothoracic surgery can complicate the transplant procedure. The University of Pittsburgh group, where over 40% of recipients had a history of previous cardiothoracic procedures, analyzed their experience with such patients 101 . Simple chest drain placement did not appear to impact outcomes. Pleurodesis, on the other hand, was associated with a 14% rate of re-explorations for bleeding compared with 5% in recipients without a history or cardiothoracic procedures. A significant increase in other adverse outcomes, including phrenic nerve injury, prolonged ventilation and dialysis requirement was also observed. Complication rates among patients with a history of thoracic or cardiac surgery were intermediate between those seen with pleurodesis and tube thoracostomy alone. In a multivariate analysis, chemical pleurodesis, massive transfusion and prolonged cardiopulmonary bypass were associated with increased mortality 101 . Importantly, pre-operative computed tomography reliably predicted surgical difficulties due adhesions in the pleurodesis patients. Anecdotally, mechanical pleurodesis, achieved with dry gauze abrasion during video-assisted thorascopic surgery, appears to induce less pleural adhesions and is preferred over chemical methods if future lung transplant is a possibility. Thus, while previous cardiothoracic surgery, particularly pleurodesis, may increase transplant risk, it is not considered an absolute contraindication 102 . A notable exception is a parietal pleurectomy due the dense adhesions induced by this procedure.
Mechanical ventilation and extra-corporeal support
Invasive mechanical ventilation has long been recognized as a strong risk factor for 1-yr mortality post-transplant with a hazard ratio of 1.47 in the ISHLT registry 31 . An analysis of the UNOS database from 1987 -2008 identified 586 recipients on mechanical ventilation at the time of transplant 103 . One year survival was 62% compared with 79% among non-supported patients. This difference persisted after propensity matching yielding a hazard ratio of 1.49. Similar results were obtained in a more recent study restricted to the post-LAS era where one year survival among 419 ventilated recipients was 68% vs. 80% in propensity matched non-ventilated subjects 104 . Importantly, 3-year survival was similar in the two groups (56% vs. 60%) and the increased risk of death was restricted to the first 6 months being 2-fold higher. Survival among ventilated recipients who survived the first 6 months was not different. Interestingly, there was no impact of mechanical ventilation on survival among COPD patients. Factors associated with 1-yr survival were younger age, better renal function, non-fibrotic lung disease and bilateral lung transplantation 104 .
Thus, while mechanical ventilation is clearly associated with increased post-transplant mortality, the risk is not prohibitive and should be factored into the entire assessment. A key point is that such patients should already be on a waiting list or have nearly completed their evaluation. Emergent consideration of a ventilated patient who has not met the transplant team previously is fraught with enormous difficulties. It is very challenging under such circumstances to adequately ascertain a patient's candidacy, particularly, from a psychosocial perspective. The impact of the duration of ventilation prior to transplantation has not been investigated. A short period of support prior to transplant in a patient already listed is generally acceptable. However, deconditioning, respiratory muscle weakness and infections are likely to complicate prolonged mechanical ventilation. It is crucial that such patients participate in aggressive physical therapy. A ventilated, non-ambulatory patient is unlikely to survive transplantation. Early tracheotomy and minimization of sedation will facilitate exercise. Whether the need for non-invasive ventilation increases the risk of transplantation is not clear.
Technologic advances in extra-corporeal membrane oxygenation (ECMO) equipment have revolutionized the use of this modality for refractory respiratory failure. ECMO has been applied with increasing frequency in recent years as a bridge to lung transplantation 105 . In the U.S. in 2013, 3.1% of lung transplant recipients were on combined ventilation and ECMO, 1.7% on ECMO only and 5.2% on a ventilator only 19 . This compares with 0.6%, 0% and 1.7%, respectively in 2003. One-year post-transplant survival rates have steadily improved over time from 47% during 2006-08 to 74% during 2009-11 106 . This dramatic improvement in outcomes is likely due to several factors, including technical enhancements and medical team experience 107 . Aggressive physical therapy and early mobility are critical to successful bridging to transplant. A key advantage of ECMO vs. mechanical ventilation is the requirement for less or no sedation. ''Awake'' ECMO allows for ambulation and rehabilitation, which is felt to contribute to the superior post-transplant outcomes relative to mechanical ventilation 108 . Nevertheless, ECMO use clearly carries an increased risk. Roughly one quarter of candidates supported with ECMO do not survive to lung transplant [108] [109] [110] . Those successfully bridged have an increased mortality. In a recent UNOS review, the hazard ratio for death was 1.85 among 198 recipients transplanted off of ECMO support since 2000 111 . The greatest risk was demonstrated among patients ≥ 60 years of age, whereas no increased risk was found for those < 40 years.
CONCLUSION
Lung transplantation is an important and increasingly viable option for patients with a variety of end-stage lung diseases. Recipient selection criteria have been expanded in recent years. As outcomes continue to improve and the donor pool expanded, these are likely to undergo further liberalization. Transplant clinicians must make a careful risk-benefit assessment for each individual patient. Potential recipients must undergo a detailed educational process to ensure that they understand all the potential risks and expectations. Early referral is crucial to allow sufficient time for a comprehensive, multi-disciplinary evaluation and optimization of modifiable factors (e.g. deconditioning, obesity).
